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Applicant's or agent's file reference 
M/43136-PCT 



IMPORTANT NOTDFICATION 



Intcinational applic&iioaNo. 
PCT/EP2004/014118 



Inwrnaiional filing daic (day/monz)i/year) 
1 0 December 2004 (1 0.1 2.2004) 



Appticani 



ABBOTT GMBH & CO. KG et al 



I . Transmittal of the transla tion to the applicant 



0Thfr Iniem^iional Bore&u uansiniid herewith a copy of the Enslish translation of the inieniaiiona] preliminaiy report on 
paieniability (Chapter I). 

I I The Inierpational Bureau ir^msmiis herewith a copy of the English iranshtion of the internaiionaJ prelimmary report on 
' — paieniabijiiy (Chapter II). 

2. Transanoittal of the copy of Ihe Iransladon to the designated or elected OlTiccs. 

Ihe Interoarioiial Bureau notifies the applicant that copies of that irajjslaiion have been transmiiied to ilie following designated or elected 
Offices requiring such uanslation: 

None 

The folloTving designated or ejected Offices, having waived the requi;[emem for such a transmittal at this time, will receive copies of that 
wansJatio/i from the International Bureau only upon their request: 

AE. AG. AL, AM, AP. AT. AU, AZ, BA, BB, BG. BR. BW, BY, BZ. CA, CH, CN, CO, CR. CU. CZ, DE, DK, DM, DZ. EA. 
EC, EE, EG. EP, ES, Fl. GB, GD, GE, GH, GM. HR, HU. ID, IL. IN. IS, JP, KE, KG, KP, KR. KZ. LC, LK, LR. LS. LT, LU, 
LV. MA. MD. MG. MK, MN, MW, MX. MZ, NA. Nl. NO. NZ. OA. OM, PG, PH» PL, PT, RO, RU. SC. SO. SE. SG, SK, SL, 
SY. TJ. TM. TN. TR, TT, TZ, UA, UG. US. UZ. VC. VN, YU, ZA. ZM, ZW 



3. Reminder regarding IransJation into (one of) tlie oIHcIal )anguage(s) of the elected OiCceCs). 

The applicant is reminded that, where a translation of the inicmational application muat be furnished to an elected Office, that translation 
must contain a translation of any annexes to the iiueroaiional preliminary report on patentability (Chapter IS). 

It is the applicant's rcspon^hility to prepare and furnish such translation dlrocHy to each elected Office Gonccrncd wtthm the 
applicable time limit (Rule 7^1). See Volume n of the POT Appllcsmt's Guide for further details. 



The Inicmaiional Bureau of WIPO 
34, chemin des Colombeties 
1211 Geneva 20, Switzerland 


Authorized officer 


Ellen Moyse 


Facsimile No. +41 22 338 S2 70 


Facsimile No. 441 22 


33S S2 70 



Form PCT/IB/33S (January 2004) 
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PATENT COOPERATION TREATY 

PCX 



INTERNATIONAL PRELIMINARY REPORT ON PATENTABIUTTV 
(Chapicr I of the Patent Coopcratioit Treaty) 

(PCTRule44^?) 



Applicant's or agent's Hie reference 
M/^aiaS-PCT"" 


FOR FURTHER ACTION Sec item 4 below 


Intern atiojial appliciiijon No. 
PCT/EP2004'014118 


InternaiiojiaJ Gling date (day/inonTh^year) 
10 December 2004 (10.12.2004) 


Priority date (day/tnomh^ear) 

1 1 December 2003 (1 1 .12.2003) 


Iniemaiional Patent CJa.95ificaiion (Slh edition unJess older edition indicated) 
See relevant information in Form PCT/ISA/237 


Applicant 

ABBOTT GMBH & CO. KG 



1. Tliis jniernaiional preliminary report on patcntabiliiy (Chapter I) is issued by tlie International Bureau on behalf of die 
International Searching Authority under Rule 44 to. 1(a). 

2. This REPORT consists of a tmaJ of 3 sheets, incJading this cover sheet. 

In the attached sheets, any reference to the uTincn opinion of the Iniemaiional Searching Auihorily should be read as a reference 
to the international preliminary report on patentability (Chapter I) instead. 



5. This report contains indication* relating to the foIJoudng items: 

Basis of tlie report 
Priority 



Box No. I 
I I Box No. n 
Box No. Ill 



I I BoxNfo.lV 
Box No. V 



I I BoxNo.Vr 
I I BoxNo.Vn 
I I BoxNo.Vni 



Non-ciiablishment of opinion ^*ilh regard to novelty, inventive liiep and industrial 
appjicabih'iy 

Lack of Unity of invention 

Reasoned statement under Article 55(2) wjih regard lo novelty, inventive step or industrial 
applicability; citations and explajjacions supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



4. The International Bureau will communicate diis report lo designated Offices in accordance with Rules AAbisMc) and 936w 1 but 
not. except where the appHcant makes an express request under Article 23(2), before the expiiaiion of 30 months from tlie prioriiv 
date (Rule AAbis .2). 





Date of issuance of ihis rcpon 
29 August 2006 (29.08.2006) 


The tniensational Bureau of Wjpo 
34. chemin dcs Colombetiej; 
121 1 Gene\-a 20, Swiuerland 

Facsimile No. +41 22 338 82 70 


Authorized officer 

Ellen Moyse 

e-mail: pc05@wipo.int 
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REITS'OETTER. KlNZEBACHi-'ARTNER 



n;.. 6776 S. 4/10 



PATENT COOPERATION TREATY 



I-rom ihc 

INTERN ATIOKAJL SEARCHING AITTHORITY 



PCX 



'4. 



WRITTEN OPD^ION OF THE 
rNTERNATIONAL SEARCHING AUTHORrTY 



Dale of maiUns 



See form PCT/ISA/210 



Applic.nnc'i or apem's file refer eoca 

M/43136-PCT 



FOR FURTHER ACTIOS 

Sec fura^.3p}i 1 below 



Intcxnilion^U uppli cation No. 

PCT/EP2004/014118 



lR!errn(ioi»l filing date (day/ntoiuhAf^ar) 

10. 12.2004 



Prioriiy d«c {day/mM^ih/yAiir} 

11.12.2003 



Intctrnniional Parent Classificaiicn (IPC) fu- bdh national cbssificmion and IPC 

C07D403/12, C07D401/12, C07D223/16, A61K31/55, A61P13/12, 
A61P25/28 



Applicant 

ABBOTT GMBH & CO. 



KG 



Thi! opimoA ccnuins indic^ions rct^xiag coUnc following ilemr: 
Basif of the opinion 
Priority 

Non-esiablishmeni of opinion with regard to novelty, inventive step and industrial appJicAbiliiy 
Lacl: of unity of invention 

Reasoned sistcmen! Mudct Rule 43Wi.lCa)(i) >vilh regard to novelty, inventive step at industrial 
applicability; citations and expUnanoni supporting soch staiemeni 

CertJvn documents cited 

retrain ditf&Ltt in the inlcri^itionsl .ippUcation 

Certain obtserx'arions on the inleinAliotial application 

2. FURTHER ACTION 

If .1 dcmAnd for intcrnnlioiinl preliminary cxamiftaiion is midc. this opinion will be considered to be a \vrinen opinion of the 
Incci-naiional Pi'eliinJ oAry E>;:inunlit$ Authority ("IPEA'i accept that iKia doe* ooi Ripply whsrc the appJicaiu chocsei an Authority ofhfii 
ih;in fhif one to be the IP£a end the cho&en IF£A has notified the Irtern-Jiiooal Bureau undar Rule 66. 164'.t(b) Uvii ^«>rilten opinion; of 
thij Jncernattcnal Seeching Authoriiy "VxVL cfiH be so considered. 

If this opinion is. as i^o^id=d above, concidcrcd to he a vvrinen opinion of the IPC A. the applicant in invited 10 S\)bi7ii( to the IPtA a 
uTitten reply together, whcic ipi)ropriat&. ^sriih amendments, before the expiration of 3 months from the date of mailing of Form 
PCT-'I5a^220 or before the expiroiion of 22 months from the p^oiiiy date, wb'chsver expires Ucr. 
For fx\rlher oplions. sec Form PCI /ISA/220. 

3. For further detaiU. see notes to Form PCT1S.V220. 
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Box No. I 


□ 


Box No. II 




Box No. HI 


□ 


Bo.xNo- IV 




Bo- No. V 


□ 


Bo.v No. vr 


□ 


Box No. VII 


□ 


Box No. vni 



Nan)e and mailing addrc.'ix of the ISA/EP 


Amhorixed officer 


Facsimile No. 


Tflrlenhcne No. 



Form PCT/I.SA/237 (cover sheet) (January 2004) 
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REITSTOET'ER. KINZEBACr.iPARTNER 



NR. 6776 S. 5/10 



WTirrTEN OPINION OF TIIE 
IKTeiiNAnONAL SEARCHING AUTHORITY 



Tnt«itvMiona) applicaiioo No. 

PCT/EP2004/014113 



I>oxNouI 



Baslt of (hlf opbiion 



1. With rcsard to th: laiipuape. civs opinion )u$ been eaablishH on ihri basis of the iQlcrnaUoi»l application in the tansuagc in which it was 
nie<l, unlfiss oth«nt;^«« tadic«f ed onder this item. 

□ This opiiuoQ ha^' been eslciblishcd on the boat of a iran^diioA from die original l^n^agd info ihs following Unguage 

. which ii il»e language of a iran<daticn furnished for ths pivpo£«s of toleinntional UMCh (undv 

Rule 12..^ and 2.-. HI) r.. 

2. With r«ganl m any nucleoUcIe and^r tunino acid sequence disclosed in the intcMational appUc-jtion :«nd ncccsst-xy to the cj Aimed 
invention. (hi» opinion has been esUtblithcd on the basis of. 

type oi m.ilrri.il 

{ I a sequence liaina: 

I I rftWe<«) fclaicil lo the se<iv»encc listing 

b. formal of out LTia) 

I I in a rillcft foi-imt 

I I incoiivuti.i' icuibbJc form 

c. lime of liling/fumishin^ 

I I contained in tlx* inttrrnjitiona] appJicaiion as filed 

I I filcJ togcih;.T vviih the intcmstional ap^plicaiioa ia cooipuler readable form. 
I ~\ fui-ni.*cri tiihsciiucnily lo this Atuhority Cor the purposes of search. 

^- I I addition, in iU- ons. ihni more than one version cr copy of a sdi^ufince lijtin^ and/or tablc(«) rdating thereto has been filed or 
funiched. ihc retiuired jaaicnient^ thai the infoimation in the subscxjucnt addttioa^l copies is identical to thai in the application as 
fitsd cr doc« nni h^ryAntl the application a: AledL as appropriate, were furnished. 

4 Addiiional commenls: 



For 0* PCT/IS.V337 iBox No. 1) (January 2004) 



EP. 2006 3:13 



REITSTOET'ER, KINZEBAC-&PARTNER 



NR. 6776 S. 6/10 



WRITTEK OPINION OP THE 
IKTERNATIONAr, SEARCHING AUTUORlTl' 



PCT/EP2004/014118 



Box No. Ill Nou-e!>Uiblu;hmcnt of oplitloii «ith regard lo novdty, invcntiva Mep and indu&triot oppUcitbiliiy 



The <|oe.i4ions «-hethei lh& claimrd invention appe.v« to be novel, to involve an inventive itep (lo b« ncn obWous). or to be inductrially 
.applicable have not been ctamined inxetpecl of: 

□ \ht enxifc intcroaiion&l appltciilion 

^3 claims Nof. 1*29 (in part) 

□ the said iniern-^tionol applicalion. or Ihe said claimt Noi, • 

relate to the following subject waiter which dod& not require an ituernatLonat preliminary t^xmainixlion fspfcify^: 



□ the dcjtcftption. claims or drawings (iiuticaie particittar dement j helaw) cr said claims No£. 
are so \inclKir (h.-if no meaniisgful opinio n could he lormcd (,specijy)i 



the claims, or raid daime Nos. we so ioadcqiiaicly supported 

by ihc dc*cdpuoa that no cneamngTul opinioa coold be (crmcd. 

1X1 no imertiational «cai-chrcpoi,-t has been established few caid claims Noi*. 1-28 fi.n part) 

□ titc nucleotide and/ or amino add sequence listing does not comply a-ith ihd uindard provided (ot in Aam'x. C of the Adminiorarive 
InAirdClions in thit: 

the ^iwTtClen form has not been famished 

□ doe; DOT con^3ly wiih the standard 

ihe conpmer readable form has not been furoidied 

□ do ex nor comply with the standard 

|~| The lables related lo the nuclcotida and/or amino acid ccqueoce listing, if in oomputcf readable form only, do not comply with the 
tschnieal roquremcnln pA>vided for in Annex C^bis of ifps Aditiinistrativc Inmuetions. 

IXI Sec Supplememal Box (cr further details. 



Form ?CraSAJin (fiox No. IIIj (Janoary 20(U) 



EP. 2006 8:18 



REITSTOETTER. KiNZEBACHiPARTNER 



NR. 6776 S. 7/10 



^MWTTEN OPlNrON OK THE 
mERNATIONAl. SEARCHING AlTnORffV 


luem.'UionAl appJicacion No. 

PCT/EP20G4/014118 


Box No. V Itessoncd stoienicni under Rule 43bis.UaKi) viUi rejsard lo novelty, inr«nUvc step or iiiduslrial appllcabail v: 
ciiotions and explanattoo^ SUDportinc such statem ent 


1. Siatemcnt 




No»clty(Nl 1-28 


YES 


Clninu 


NO 


Inventive jicp CIS) ^^^^ 


YES 


Claims 1-28 


NO 


lorfuswiaJ applicabflity ilA) Oaimj: 1-28 


YES 


Claims 


NO 



2. Ciiationt and cxplanaiicnt: 

1 The present application is concerned with ketolactam 
compounds which can be used as dopamine D3 receptor 
modulators in the case of disorders of the central 
nervous sysrem and in the case of kidney malfunctions. 
What is claimed is some of these compounds (independent 
claim 1) , pharmaceutical preparations containing them 
(independent claim 25) and the use of zhe said compounds 
for producing pharmaceutical preparations (independent 
claim 26) . 



Reference is mads to the following documents. The same 
numbering of the documents will be used throughout the 
procedure: 

Dl: ORJALES A ET AL. , EUROPEAN JOURMAL OF MEDICIWAL 

CHEMISTRY, EDITIONS SCIENTIFIQUE ELSEVIER, PARIS, 
FR, vol, 37, no. 9, September 2002, pages 721-730 

D2: WO 97/25324 A (BASF AKIIENGESELLSCHAFT; TREIBER, 

HA>JS-JOERG; BLAl>n<, STEFAN; STARCK, D) 17 July 1997 

D3: HACKLING A E ET AL., CHEMBIOCHEM - A EUROPEAN 

JOURNAL OF CHEMICAL BIOLOGY, WILEY VCH, WEINHEIM, 
DE, vol. 3, no, 10, 4 October 2002, paces 946-961 

D4: WO 00/76981 A (NEUROGEW CORPORATION; 2KA0, HE; 
THURKAUF, ANDREW) 21 December 2000 

D5: LEOPOLDO M ET AL., J0UR1^TAL OF MEDICINAL CHEMISTRY, 
AMERICAN CHEMICAL SOCIETY. WASHINGTON, US, vol. 45, 



Form PCT>1S.V237 (Box No. V) (Januaiy 20OJ) 
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Box No. V 



Reasoned «(;>leuiCBl under Rule 43b;s.l(ii)«) u-itU r«e«rO lo novcUy. inrtnii^-e step or iodunrial applicsbiUtr. 




ciTOtions and eypjanatiojit Supporting such siotcmcnt 



no. 26, 22 November 2002, pages 5727-5735 



5 



Dl discloses the two structurally closest compounds 20 
and 28, but these do not come within the claim range 



searched since che bicycle rhere (v/ith 2) is different 
front the corresponding substituent Ar of the present 
formula (I) or (!'). The present claims are therefore 
novel (FCT Article 33 (2) ) . 

The present claims are not inventive within the meaning 
of PCT Article 33(3): 

Dt. modulators of the rinc-spacer-piperazine-bond/ spacer- 
aromatic type are known from the prior art (see D2, D3, 
D5) - The present technical problem appears, in view of, 
for example, D2 as most relevant prior art, to provide 
alternative selective D5 modulators. Starting out from 
the basic structure of the above ligand type, the 
present technical solution is variation of the ^rina" 
which in the present case is a bicyclic aeepinedione 
derivative or a compound similar thereto. 

Dl discloses dopamine modulators which contain the 
heterocycles 1-10 and can thus, according to Dl, be 
expected to display dopamine activity ► Mention is made 
of, inter alia, the compounds 20 and 28 and further 
structurally similar compounds which have a "ring" as in 
the compounds claimed- Since these compounds have a low 
activity compared to D>, a person skilled in the art 
seeking dopamine modulators of the D, group which 
selectively bind to D3 rather than D^ would consider an 
appropriate variation of the ^^ring" starting out from 
known modulators of the ring-spacer-piperazine- 
bond/spacer-aromatic type. The subject matter of claims 
1-28 therefore does not appear to be inventive. 
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^ATtmrEN OPINION OP THE 
INTERNATIONAL SEARCHING AimiORlTY 



Box No. V 



Iixsm^iiorul applicftUon No. 

PCT/EP2004/014118 



Reasoned sUitttmant under KuU43bU.l(d>ri) ^'iU\ rvgsird Lo iiov«ii^, inveiiUve step or Industriul aipplicabilit)': 
citalto»S and <gCplanationt supporling such ttateniflnt 



The present claims are industricilly applicable and In^et 
Che requirements of PCX Article 33(4). 
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WRTTTEN OPINION OF THE 


lotemauAful afiplieaiion No. 


INTEliNATIONAL S£.\&CniNG AirfHOUm* 


PCT/EP20C4/O14113 



SuppleiDcnUl Box 



In use the i,psxtc In any of the pixccding boxes is nnf suHidanl. 
Com'iAUMion of: 

Boy. Ill 



The present compound claims 1-24 (and therefore also the 
further clairns 25-28) relate in part to a disproportionately 
large number of possible compounds of which only a small 
proportion is supported by the description within the meaning 
of PCX Article 6 and/or can be considered to be disclosed in 
the patent application xvithin the meaning of PCT Article 5, In 
the present case, the claims lack the proper support and the 
application lacks the requisite disclosure to such an extent 
that it does not appear possible to carry out a meaningful 
search covering the entire range of protection sought. 



The search v;as therefore directed to the parts of the claims 
which appear to be supported and disclosed in the above sense, 
namely claim 1 in combination with claims 2, 3, 4, € and 9, 
i.e. in the present formulae (I), H' ) , (I-Aa), (I-A'a) and 
(I-Ba), the respective restrictions of the said dependent 
claims were taken over for the variables group R*"^ 
(claim 2), D (claim 3), A (claim 4), W ring (claim 6) and R** 
(claim 9) . 



Form PCT/ISA/23'7 (SuppUmental Box) (January 2O04) 



